DNA c o n t e n t o f t h e s e c u l t u r e s i n c u b a t e d w i t h KS (5%) and i n age-matched c o n t r o l s e r a (CS) were s i m i l a r a f t e r 3 d. ( 1 0 . 4 + 0 . 4 vs. 1 1 . 8 2 0 . 6 ug/cm f o r EC; 3 . 0 + 0 . 3 v s . 2.4 + 0 . 3 ug/cm f o r SMC). I n t h e s e c u l t u r e s , t h e r a t e s o f p r o t e i n -s y n t h e s i s measured by t y r o s i n e i n c o r p o r a t i o n from 72-96 h was 7.8 + 0 . 5 v s . 8.2 + 0 . 5 nmol t y r / 2 4 h/cm i n EC, and 3.0 + 0 . 4 v s .
s y n t h e s i s measured by t y r o s i n e i n c o r p o r a t i o n from 72-96 h was 7.8 + 0 . 5 v s . 8.2 + 0 . 5 nmol t y r / 2 4 h/cm i n EC, and 3.0 + 0 . 4 v s .
+ 0.2 nM t y r / c m 124 h i n SMC (N.S.). I n independent experiments, KS (10%) promoted DNA and p r o t e i n s y n t h e s i s by SMC and EC o v e r 24 h t o t h e same e x t e n t a s CS (10%). No c y t o p a t h i c e ff e c t due t o KS was o b s e r v e d by phase c o n t r a s t microscopy a t any time p o i n t o r c o n c e n t r a t i o n (from 2-10%
). Using DNA c o n t e n t , r a t e s o f p r o t e i n s y n t h e s i s , and morphologic c r i t e r i a o f v i a b i l i t y we o b s e r v e d no d i f f e r e n c e between t h e e f f e c t s o f KS and CS o n SMC and EC. T h e r e f o r e , a d i r e c t t o x i c e f f e c t o f KS does n o t a p p e a r t o e x p l a i n t h e p a t h o g e n e s i s o f t h e a r t e r i a l l e s i o n s t h a t c h a r a c t e r i z e Kawasaki d i s e a s e .
PARADOXICAL 6 RECEPTOR MEDIATED VASOCONSTRICTION IN
152 THE STAGE 24 CHICK EMBRYO. Edward B. C l a r k , Ross D.
Feldman, Norman Hu, C. Cynthia L a i , P e d i a t r i c Cardiology, C l i n i c a l Pharmacology and t h e CV C e n t e r , U n i v e r s i t y o f Iowa, Iowa C i t y , IA L i t t l e i s known a b o u t neurohumoral c o n t r o l o f t h e embryonic c a r d i o v a s c u l a r system. W e s t u d i e d the e f f e c t o f i n c r e a s i n g i n t r a v e n o u s doses o f i s o p r o t e r e n o l , e p i n e p h r i n e and n o r e p i n e p h r i n e on h e a r t r a t e (HR), mean d o r s a l a o r t i c blood f l o w ( Q ) ) , mean v i t e l l i n e a r t e r y p r e s s u r e ( P ) and v a s c u l a r r e s i s t a n c e (R) i n t h e s t a g e 24 (4 day) c h i c k embryo. Dorsal a o r t i c blood v e l o c i t y was measured w i t h a 20 MHz pulsed-Doppler v e l o c i t y meter. Pressure was measured w i t h a s e r v o n u l l p r e s s u r e system. 6 r e c e p t o r p r o p e r t i e s were determined using r a d i o l i g a n d binding and 6 a g o n i s t s t i m u l a t e d a d e n y l a t e c y c l a s e a c t i v i t y on v i t e l l i n e v a s c u l a r bed broken-cell p r e p a r a t i o n . I s o p r o t e r e n o l > e p i n e p h r i n e > n o r e p i n e p h r i n e caused a dose r e l a t e d d e c r e a s e i n Q, an i n c r e a s e i n R b u t no change i n HR o r P. These e f f e c t s were blocked by p r o p r a n o l o l b u t u n a f f e c t e d by phenoxybenzamine.
Radioli and binding was c h a r a c t e r i s t i c o f a 6 r e c e p t o r w i t h a KD f o r [ l z 9 1 ] I~d~~y a n~p i n d~l~l o f 1 0 f 3 pM and a r e c e p t o r d e n s i t y of 139i8 fmolfmg p r o t e i n . I s o p r o t e r e n o l i n c r e a s e d a d e n y l a t e c y c l a s e a c t i v i t y 55%i6% from b a s e l i n e v a l u e s . These d a t a are c o n s i s t e n t w i t h a 6 r e c e p t o r which s t i m u l a t e s a d e n y l a t e c y c l a s e a c t
i v i t y and m e d i a t e s p a r a d o x i c a l v a s o c o n s t r i c t i o n . S i n c e i s o p r o t e r e n o l c a u s e s v a s o d i l a t a t i o n i n mature embryos, we
s p e c u l a t e 6 r e c e p t o r f u n c t i o n changes with development.
QUANTITATION OF VENTRICULAR SEPTAL DEFECT SHUNTING: 2D ECHO CONTRAST STUDIES IN ANIMALS; USING A STAND-
154 ADIZED EXPERIMENTAL ECHO CONTFAST AGENT L i l l i a m ..
Valdes-Cruz, David J . Sahn, Douglas Larson, S a r a h S c a g n e l l i Univ e r s i t y of C a l i f . San Diego Med C t r . , San Diego, CA. We t e s t e d a s t a n d a r d i z a b l e r i g h t h e a r t echo c o n t r a s t a g e n t t o a s s e s s c o n t r a s t flow i n r e l a t i o n t o hernodynamics i n a n animal model w i t h a v e n t r i c u l a r s e p t a 1 d e f e c t (VSD). We produced VSDs (8-12 nun) i n 4 open c h e s t a n e s t h e t i z e d dogs and v a r i e d p r e s s u r e s and s h u n t i n g w i t h a o r t i c (AO) and pulmonary a r t e r y (PA) bands. A0 and PA flows were measured w i t h e l e c t r o m a g n e t i c flow m e t e r s and r i g h t (RV) and l e f t v e n t r i c u l a r (LV) o r A0 p r e s s u r e s obt a i n e d . Echo 4 chamber views were recorded w i t h a n automated g a i n c o n t r o l 5 MHz s c a n n e r . D u p l i c a t e neck v e i n i n j e c t i o n s of 3.5cc of a s o l u t i o n of 1 g of SH U 454, a n e x p e r i m e n t a l g a s prod u c i n g echo c o n t r a s t agent ( B e r l i s c a n , I n c ) , y i e l d e d reproduci b l e RV c o n t r a s t f i l l i n g and i n t e n s i t i e s (220-250 v i d e o u n i t s ) a s measured by v i d e o d e n s i t o m e t r y . P o s i t v e c o n t r a s t j e t s from 1 RV t o LV q u a n t i f i e d a s p o s i t i v e a r e a (cm ) x c o n t r a s t d i f f e r e n c e (AVD) between p o s i t i v e c o n t r a s t a r e a and c o n t r o l LV r e g i o n s were p r e s e n t whenever RV s y s t o l i c p r e s s u r e was >30% of a o r t i c p r e ss u r e , and o c c u r r e d mainly i n d i a s t o l e . LV t o RV n e g a t i v e c o n t r a s t j e t s , q u a n t i f i e d a s a r e a x AVD between t h e n e g a t i v e c o n t r a s t a r e a and t h e s u r r o u n d i n g o p a c i f i e d RV, c o r r e l a t e d roughly w i t h t h e magnitude (QP:QS) of 35 d i f f e r e n t l e f t -t o -r i g h t s h u n t s (70 c o n t r a s t i n j e c t i o n s ) ( r = 0.82, p<0.01). B i d i r e c t i o n a l s h u n t s were a l s o observed. I n t h i s model a s t a n d a r d i z e d echo c o n t r a s t a g e n t provided q u a n t i t a t i v e i n f o r m a t i o n about flow a c r o s s VSD's.
TRANSIENTLY EXPRESSED PROTEINS IN MYOCARDIAL HYPERTROPHY.
155 A n t h o n y F. C u t i l l e t t a a n d T h o m a s J. Kelly. T h e J o h n s H o p k i n s U n i v e r s i t y School of Medicine, D e p a r t m e n t s of P e d i a t r i c s a n d Molecular Biology a n d G e n e t i c s , Baltimore. P r e s s u r e o v e r l o a d l e f t v e n t r i c u l a r h y p e r t r o p h y (PLVH) r e s u l t s from a n i n c r e a s e i n t h e a m o u n t a n d a s h i f t i n isozymic f o r m s of c e r t a i n c o n t r a c t i l e p r o t e i n s .
T h e s y n t h e s i s of p r o t e i n s n o t p r e s e n t i n t h e normal myocardium h a s n o t b e e n r e p o r t e d .
T o t a l LV RNA w a s p r e p a r e d f r o m r a t Ij,, 1, 3 , 5 , a n d 7 d a y s a f t e r s h a m o p e r a t i o n o r PLVH.
T h e I S ] met labelled p r o d u c t of t h e i n v i t r o t r a n s l a t i o n of t h e RNA w a s a n a l y z e d b y 1 a n d
2D S D S polyacrylamide g e l e l e c t r o p h o r e s i s ( S D S PAGE).
B o t h i n v i v o labelled a n d t o t a l cytoplasmic p r o t e i n s w e r e similarly --a n a l y z e d .
A 19,5000 MW p e p t i d e w a s s y n t h e s i z e d i n v i t r o i n PLVH a t I d b u t r a p i d l y d i s a p p e a r e d .
At 3 d , a 42,000 MW p e p t i d e a p p e a r e d i n PLVH a n d g r a d u a l l y diminished b y 7d. T h e s e p e p t i d e s w e r e n o t t r a n s l a t e d from t h e SO r a t RNA o r f r o m RV RNA.
T h e s e p r o t e i n s w e r e n o t p r e s e n t i n t h e i n v i t r o l a b e l l e d o r t o t a l p r o t e i n s from PLVH a t a n y time.
T h e s e data' s u g g e s t t h a t s p e c i e s of RNA c o d i n g f o r p r o t e i n s n o t normally p r e s e n t i n t h e h e a r t a r e e x p r e s s e d i n PLVH.
A l t h o u g h t h e r e l a t i v e a m o u n t of t h e s e p r o t e i n s t r a n s l a t e d from RNA a s j u d g e d b y t h e PAGE b a n d i n t e n s i v e l y is s i g n i f i c a n t , t h e s e p r o t e i n s d o n o t a p p e a r i n t h e p r o t e i n p o p u l a t i o n s of t h e i n t a c t myocardium. T h i s d i s c r e p a n c y i n e x p r e s s i o n s u g g e s t s t h a t t h e s e p r o t e i n s a r e e i t h e r p r e c u r s o r f o r m s o r h a v e a r e g u l a t o r y r o l e a n d a r e r a p i d l y d e g r a d e d .
